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Please amend this applicat; 
C.F.R. 1.126 require that 
numbering of the last subm 
not) ) - 



62 



63 



64. 



65 



cancel Claims 47-61 and add Claims 62-72 



plat 



Flat rod shaped or 
having the amino acid 
crystallizing the pef 
comprising the peptic 
(v/v) or between abov 
the solution optiona] 
soluble zinc salt ancL 
size from between ab< 
with a depth from ab( 



'''600/2900 

e-like crystals of a peptxde 
sequence of SEQ ID NO:X prepared by 
tide from an aqTj.eous solution 
"e and between about 2-15% ethanol 
t 2-15% propanol (v/v) and wherein 
ly comprises ammonium sulfate or a 

provided that the crystals vary in 
)ut 2-25 microns by 10-150 microns 
^ut 0-5-5 microns. 



The crystals of Clai 
peptide in the solut 
the pH of the soluti 



The crystals of Clai 
peptxde iri the so 
the solution compr4 



The crysitais of. Cly 
comprises amtiionium | s 
(w/v^) . 



:SS: The; 




on as follows: (MPEP 608. 01 j and 37 
.he claim numbering following the 
tted Claim (whether entered o^^*^CS/\/^Q 



m 62 wherein the concentration of the 
Lon is between about 1-10 mg/ml and 
'■>n is between about 6 and 7. 



ri 63 wherein the concentration of 
is between about 2-7 mg/ml and 
t)etw4en about 3-13% ethanol (v/v) 



liit Lon 



S 3S 



64^ wherein: |the solution ;. 
tikf at;;ej lat a concentration lof about 1% 



- ■^cijyst^ip^ i o:q^:)c^ia.3 jc^^fij^K^li^^^^ : the ./cc^i^pentrait ion. o 



the. 




ieoncreritra:tiion of 
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peptide in the solut 
molar ratio of zinc 
1.5, and the pH of t 



ion is between about, 2-10 mg/mL, the 
to peptide is between about 0.6 to 
he solution is between about 7.2-9.7. 



68 



plate- 



acid 



peptide 



peptide 



Flat rod shaped or 
having the amino 
crystallizing the 
comprising the 
a percent of total 
disaccharide selecte i 
trehalose; b) mannittDl 
ribose; f) galactose 
sucrose; and j) 
optionally comprises 
provided that the cr; 
about 2-25 microns 
about 0,5-5 microns. 



vDlume) 



lactose 



69. 



The crystals of Clair i 
trehalose * 



70. The crystals of Clain 
mannitbl - . 



71 - A con^psit £pn'|:coirpi:is iiSg; 



-like crystals of a peptide 
sequence of SEQ ID NO:X prepared by 
from an aqxxeous solution 
and between about 2-15% (weight as 
of a monosaccharide or 
from the group consisting of: a) 
; c) glucose; d) erythrose; e) 
g) fructose; h) maltose; i) 
and wherein the solution 
ammonium sulfate or zinc and 
:^stals vary in size from between 
10-150 microns with a depth from 



;68 wherein the disaccharide is 



6^ : wheriein thei irlonosaccharide 



2.S 



:thie^:ierystalte|::b^^ iClLalm 62. 
|t:^^,;i2YS*^a^ 68, 
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presented above is fully 
presents no new matter, 
the specification as orig 

Claiin 62 ; 



upported by the specification and 
The claims have support throughout 
nally filed. For example: 



Val 



.IS 



Claim 62 has been am 
with SEQ ID NO:X. SEQ ID 
specifies a genus of GLP- 
species. The sequence li 
specifically assign the 
sequence of Val-8-GLP-l (7 
specification as orig: 
37) OH is provided on page 
Val-8-GLP-l(7-37)OH is li 
nomenclature is described 
line 5. The amino te: 
8-GLP"l(7-37)OH is GIiP-1 { 
is substituted for the wi 
Furthermore, SKQ ID NO: 2 
that includes Val-8-GLP-l 
at position 8 can be Val 
Finally, Example. 1 . descri 
"chemically synthesized G 
substituted for Ala in pc 
line 3 . 

Claim 62 h;as also be 
limitations for^ the cry^st 
Specification provides 
crystals of thd present i 
the claimed process;, var^ 
Generally, they rangre in 

(fim) by 10-150 )im and are 
approximately Ol- 5 to 5 Mir 
describe the criystals pre 
9 describes th^ crystals 
and 3 microns . thick . * [j: 
the crystals asi "'10 to 3G 

EPi- 23 -lih^ :22j] ExampJ 
jim in length;: apprpxi:mate|Iy 



snded to replace Val-8-GLP-l(7-37 ) OH 
NO: 2 in the current sequence listing 
1 analogs that includes the Val- 8 
sting has been updated to 

8 species with a SEQ ID NO. The 
37) OH was provided in the 
y filed. The sequence of GLP-1{7- 
5, line 9 and labeled SEQ ID N0;1. 
ted on page 5, line 19. The 
on page 4, line 31 through p. 5, 
s is assigned residue 7. Thus, Val- 
7-37) OH [SEQ ID NO:l] wherein valine 
Id-type residue at position 8. 
provides a formula for GLP-l analogs 
(7-37)OH [see p. 5, line 25]. The X 
as well as various other residues - 
bes the Val-8 species used as 
LP^l(7-37)OH analog having Val 
^sitiom 8: (V8-GLP-1) . " See p- 16, 



bni amended to include dimension 
alis . Oh page 10 , line 1 the 
ihe; ;f la±: rod shaped i or plate-like GLP 
hvehtion, which ar^ prepared using 
in= ^ize and shape ; to some degree . 
;siz^ from approximately 2-25 microns 
flat/ i having a depth jof 

Ih: addition, a ; number of examples 
iduided; in ; terins of dimension. Example 
as ;"*40: micron^ long., 15 microns wide, 
22.^: line: 201;: ; Example 10 ciescribed 
microns long "and 10 microns wide. " 
p 13 " describe^ the ; crystals as "150 
r25 1^ than 5' fim 



^|.!:';r:!irt;.;:L.||'i:!:-: 
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thick. 



[p. 25, line 8] . 



Thes 



Claim 



th 



ammcniuin 



:laims 



Claims 63 through 67 : 
indirectly depend from 
peptide, the pH ranges, 
concentration and the 
basis in the original c 
the rest of the Specificat 
claim 2 provides a peptide 
and a pH range between 6 c 
provides zinc in a molar i 
and a peptide concentraticin 
range between 7-10, Addit 
can be found on pages 11-: 
stated as ranging from 2-1 
Ammonium sulfate concentre 
(w/v) . tp- 11* lines 19-2* 
1-2 0 mg/mlj, preferably 2- 
zinc as a molar ratio to 
preferably 0 . 6 to 1 . 5 . [] 
ranges are provided as pH 
lines 15^16) and as pH 7-: 
12, lines 12-13) . 



Claims 68-7 0: Th;ese clai} 
of Claim 62 itiade using a 



e claims either directly or 

62- The concentration ranges of 
e ethanol ranges, the zinc 

sulfate concentration have 
as filed as well as throughout 
ion. For example, original process 

concentration of between 1-10 mg/mL 
nd 7 . Original process Claim 3 
atio between 0,5 and 1.7 to peptide 

between 1-2 0 mg/mL as well as a pH 
ional support in the Specification 
3 . The alcohol concentration is 
5% (v/v) , preferable 3-13%. 
:Ltion is provided as approximately 1% 
] . Peptide concentration ranges of 
0 mg/mL are provided and the total 
])eptide is provided as 0,5 to 1-7, 
12, lines 10-17], The optimal pH 
6^7, preferably 6.4 +/- 0.2 (p. 11, 
0; pireferably about 7,2 - 9,7 (p. 



itis aar^ i directed.: to ; the same crystals : 
monosaccharide or ! di saccharide in 
place of an altzohol. As .pi±scus:ked/ ^bvev SEd ID NOrX for Val- 
8-GLB-l has been jsuJbstirtu ^^d; iriM place ;o 

There isi ;Cieari . siappo i^t; f orii the^ of 
mohbsa:ccharides : anci • disiac iiliafeid^s ;.t6 inakM crystals of the : 

I>resent invention. ; Ther;e j^are^ exainples describing 

■ in ; detail [ 'crystalis* :Triad^j|:u ^iiigfir;^|i;5t^ . and . a • . 

cSi saccharide ■^■■^( .A^_ii^^ iisj'iiiiry . final' 

.r:ej:iefcti6n^-pages|:4i =it2^ y^^lM^ A * i ' :*■ 
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page 12, line 3, the Speci 
di saccharides may be siibst 
ratios on a weight to vo 
disaccharides suitable for 
present invention is also 

Finally, there are twc 
GLP-1 crystals are made us 
disaccharide. Example 9 
make crystals with 5% trehc 
the inventors state that 
clusters and single rectan 
Measurements of these erys 



oi 



ucation provides that "mono or 
lUted for the. alcohol in the same 
a basis." A list of mono and 
Lise in making the crystals of the 
rovided.. 

specific examples wherein Val-8- 
ng a monosacchardie or 

page 22 provides a protocol to 
Llose (a disaccharide). On line 18, 
alfter 24 hours V8-GLP-1 crystal 
yular crystals were identified." 
-als are also provided. Example 10 



on page 23 provides a prot 
mannitol (a monosaccharide|) 
are also provided . 



acol to make crystals with 10% 

Measurements of these crvstals 



Claims 69-72 : These claiirs are composition claims and have 
been amended to coirs>rise the crystals of claims 62 and 68 as 

iinc to those compositions. On page 
r'line 1 the Specif icatic in provides: "The crystal 
compositions of the preseiit invention are pharmaceutxcally 

re relatively uniform and remain m 
suspension for"a' longer p-kiod of .time than the crystalline 
clusters or amorphous cry stalline suspensions ... - Most 
iit^ortantly, the. Icrystai: :pmp6si:tions ofi the present inventxon 

•and reproducible phantiacokinetics 
_ __ adding zinc using conventional 

r^stal soakirig techniquek of , : 4lt^^^ by. including 

zinc in the ,crystaliii:afckNa.:.s^^ ::Addi.tion^l support can 

be found . on ij* ■ -13 lineja Bl^r^in-it i0 stated: , " the ; 
inventibn ■prpvfiide^ .:hoino^e ^^jQorti>io.sit^ :indiyidual 
tetrag6hki:fl^t:2:o«^:ei?^^P'%^^ ""^^^/"^ . 

for 




'sxidi Elxainiher ; 



Strife !:y-:;.vJ ; ;::s!;vU>i3slf;^.;it:^aiiii^^ 
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F- Moezie. The Examiner 
the discussion- The Exam: 
supplement the response s 
20, 2 000 and address save; 



s thanked for her comments during 
ner asked Applicant's attorney to 
;nt to the Patent Office on October 
al specific issues. 



1 . 



Crystal Dimensions : 
amend the claims to st 
Applicants have so 
support provided in 
above . 



?he Examiner suggested that Applicant 
ate crystal dimension ranges . 
amended the claims and point out the 
Specification in the discussion 



tl te 



The Examiner continue 
substitution of mono- 
propanol to make the 
Applicants thoroughly 
response to the Exami 
enablement * requiremenfi 
is clear support for 
Detailed Description 
wherein crystals are 
disacchairide and the 
discussion aJaove) . 



listing] and i have, inade 



4 ; 



The 



B^sdi !sug 



'jdiscldsedji. 




i to express concern regarding the 
and disaccharides for ethanol or 
rrystals of the present invention, 
addressed this issue in the prior 
ler's written description and 

s. Applicants reiterate that there 
the use of various sugars both in the 
as well as in two specific examples 
produced using a mono- and a 
Crystals are described in detail (see 



3 . The Examiner asked ths ApplicM check the Sequence 

Listing; filed jduring pi-osecution a!nd sixbstitute the proper 
SEQ ID NO. for-: the, specific jG^ peptide; encon^assed by 
the claims* : Applican is ■ l^ave;^ 

l:3|ieir apiprppriat e ainjei;Ldmeiit 



Pestisd 'tfeat ' the . Claims; whereiin zinc 
f.f?i';:rE::;-:. ':f:X ■\]:;.:}^ ■ ■ xa ' v ■ 

is; provided J ad: ;avp.;imi supported by the 

:i^efecraipti:Qnribei:aid^ is ^ - 

.:-3-.. — n a.:.. i_m.:_-.^-i_-.hli.^ — - ■ :i.addi t xon Jof =zinc is 



^I0^^3x^^^^ '-^-iTjn^- :ij£vreiit 



iixvient or s fto.cu s 
totald; ambiinti^ i'of -'zinc ■ 



On 



c>s:^s '^laddli-ng '■ a 



'"'^y-^iz^irjii^^ : iin -1; aJ iimoilar 




11/06/00 MON 17:49 [TX/RX NO 7222] ©008 



NDU 06 2000 17:11 FR LILLY PftTENT DIUISI0N317 276 5172 TO 917033084556 P. 09/23 



I 



Serial No. 09/209,799 



5. 



- 1-5." Zinc is discu 
of total zinc - Thus, 
can be added in variov 
concentration is withi 
line 6 the inventors s 
the mother licjuor to € 
the crystals." Furthc 
always expressed as a 
example on page 20, 1 
crystalline suspensi 
stock solution (33,4 
zinc concentrations e 
z inc . " Furthermore , 
exemplified- in 
6-7 mg/ml stock so 
2B, line 26] - 



ExamDl 



ssed in the context of a molar ratio 
it is clearly contemplated that zinc 
s forms such that the total zinc 
n the specified ratio. On page 13, 
tate: "Zinc may be added directly to 
ffect the incorporation of zinc into 
i^rmore, zinc concentrations are 
itig/mL solution of total zinc. For 
Lne 5, the inventors state: "To the 

were added aliquots of a ZnCl2 
i!ng/ml Zn""" in buffer A) to make final 
Lther 0.5, 1.0. 1-5, or 2,4 mg/ml 
SnCl2 is not the only source of zinc 
e 18 crystals were prepared using a 
of zinc acetate (2 -hydrate) . [p. 



0]1S 



lution 



indef ini 



throughout 



Finally, the Examiner 
"'w/v" as being 
consistently 
is clear to a person 
volume as percent of 
weight as percent of 
both the concentrati 
sulfate are expres 
11, line 23 provides 
ranges from about. 2 
Optionally, the addJ 
ammonium sulfate to 



increase the yield 
clarified on p. 12, 
monosachharides: or 
the i''* alcohol in. the 
basis . " Further , 
different art brefert 
contention that the: 
skill in the art. 
Related Prop0r:t:ies'' 
expres&ihg cbncentr. 



objected to the use of ^^v/V and 
ite. Not only are these terms used 
the specification, their meaning 
skilled in the art. The term v/v is 
total volume and the term w/v is a 
total voliaine. In the specification, 
on of : alcohols and that of ammonium 
sefd as : percentages . For , example , p . 
: *'Th^ concentration of alcohol 
15% (v/v) , preferably 3-13%. - - - 
tion bf approximately 1 % (w/v) 
the mother ; liquor; will generally 



c\t crystals.^ This is further 

line; 3 wherein it. is stated that 
<Jlx saccharides may be siibstituted for 
same ratios on a weight to volume 
AikplicantS: have attached three 
liiaees : whicK; supports Applicant ' s 
le terms are clear, to a. person of 
:n a. -tqext. entitled Solubility and 
by K^pXi^tiL ' James , methods of 
ittiori iare: discussed . JTames , K . C . , 



4; 8 



